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Box No. II Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet) 

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 



□ 



Claims Nos.: 

because they relate to subject matter not required to be searched by this Authority, namely: 



I I Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to 
such an extent that no meaningful international search can be carried out, specifically: 
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6.4(a). 



Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 
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This International Searching Authority found multiple inventions in this international application, as follows: 
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As all required additional search fees were timely paid by the applicant, this international search report covers all 
searchable claims. 

As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite 
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1X1 As only some of the required additional search fees were timely paid by the applicant, this international search report 
covers only those claims for which fees were paid, specifically claims Nos.: 1-24 (in part), 31-35 and 37-54 
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Remark on Protest The additional search fees were accompanied by the applicant's protest. 



No required additional search fees were timely paid by the applicant. Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos. : 
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BOX 01. OBSERVATIONS WHERE UNITY OF INVENTION IS LACKING 

This application contains the following inventions or groups of inventions which are not so linked as to form a single general inventive 
concept under PCT Rule 13. 1. Ia order for all inventions to be examined, the appropriate additional examination fees must be paid. 

Group I, claim(s) 1-24, drawn to A nucleic acid construct comprising a high-level mammalian expression vector and a nucleic acid 
sequence encodi ng a reporter polypeptide wherein said nucleic acid sequence encod ing a reporter polypeptide is linked to an iron 
response element. 

Group n, cla!m(s) 1-24, drawn to A nucleic acid construct comprising a high-level mammalian expression vector and a nucleic acid 
sequence encodi ng a reporter polypeptide wherein said nucleic acid sequence encod ing a reporter polypeptide is linked to an internal 
ribosomal entry site. 

Group QI, claim(s) 1-24, drawn to A nucleic acid construct comprising a high-level mammalian expression vector and a nucleic acid 
sequence encodi ng a reporter polypeptide wherein said nucleic acid sequence encodi ng a reporter polypeptide is linked to an upstream 
open reading frame. 

Group IV, claim(s) 1-24, drawn to A nucleic acid construct comprising a high-level mammalian expression vector and a nucleic acid 
sequence encodi ng a reporter polypeptide wherein said nucleic acid sequence encodi ng a reporter polypeptide is linked to a male 
specific lethal element. 

Group V, claim(s) 1-24, drawn to A nucleic acid construct comprising a high-level mammalian expression vector and a nucleic acid 
sequence encodi ng a reporter polypeptide wherein said nucleic acid sequence encodi ng a reporter polypeptide is linked to a G-quartet 
element 

Group VI, claim(s) 1-24, drawn to A nucleic acid construct comprising a high-level mammalian expression vector and a nucleic acid 
sequence encodi ng a reporter polypeptide wherein said nucleic acid sequence encodi ng a reporter polypeptide is linked to a 5'-terminal 
oligopyrimidine tract. 

Group VII, claim(s) 25-30, drawn to A method of making a nucleic acid construct comprising cloning a gene and a vector in said 
nucleic acid construct, engineering said nucleic acid construct to prevent an expressed gene product form having a UTR not found in a 
target gene and linking a target UTR to said gene. 

Group VIII, claim(s) 31-34, 41-54, drawn to A method of screening for a compound that modulates expression of a polypeptide 
comprising maintaining a cell comprising a nucleic acid molecule comprising a gene encoding a reporter polypeptide flanked by a target 
5' UTR and a target 31 UTR, forming a complex with the UTR and detecting the effect of a compound on the UTR-complex. 

Group DC, claim(s) 35 and 37-40, drawn to A method of screening in vivo for a compound that modulates UTR-dependent expression 
comprising providing a cell having a high-expression constitutive promoter upstream of a target 51 UTR, said target 5' UTR upstream 
from a nucleic acid encoding a reporter polypeptide, said nucleic acid encoding a reporter polypeptide upstream of a 31 UTR, 
contacting the cell with a compound, and delecting the reporter polypeptide. 
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Group X, claim(s) 36, drawn to A method of screening in vitro for a compound that modulates UTR-affected expression comprising 
providing an in vitro translation system, contacting the in vitro translation system with a compound and a nucleic acid sequence 
comprising a target 5' UTR, said target 5' UTR upstream from a nucleic acid encoding a reporter polypeptide, 6aid nucleic acid 
encoding a reporter polypeptide upstream of a 3' UTR. and detecting said reporter polypeptide in vitro. 

The inventions listed as Groups I-X do not relate to a single general inventive concept under PCT Rule 13. 1 because, under PCT Rule 
13.2, they lack the same or corresponding special technical features for the following reasons: 

According to PCT Rule 13.2, unity of invention exists only when the shared same or corresponding technical feature is a contribution 
over the prior art. The inventions listed as Groups I-X do not relate to a single general inventive concept because they lack the same or 
corresponding special technical feature. The Groups are united by the technical feature of a nucleic acid construct comprising a high- 
level mammalian expression vector and a nucleic acid sequence encoding a reporter polypeptide linked to one or more target UTRs, 
which target UTRs include an internal ribosomal entry site. On page 7 of the specification, reporter gene is defined as any gene whose 
expression can be measured. Thus, the unifying technical feature reads on any high-level mammalian expression vector comprising a 
nucleic acid sequence encoding a gene whose expression can be meas ured (essentially all genes, since the expression of any gene can 
be measured by northern blotting) linked to an IRES. WO 98/37189 teaches a high-level mammalian expression vector comprising a 
nucleic acid sequence encoding a gene whose expression can be meas ured operably linked to an IRES. Thus, the technical feature that 
unites the Groups is not a contribution over the art and the claims lack a unifying special technical feature. 

The special technical feature of Group I is considered to be a reporter polypeptide linked to an iron response element, which technical 
feature is not shared by the nucleic acid construct of the other Groups. 

The special technical feature of Group U is considered to be a reporter polypeptide linked to an internal ribosomal entry site, which 
technical feature is not shared by the nucleic acid construct of the other Groups. 

The special technical feature of Group III is considered to be a reporter polypeptide linked to an upstream open reading frame, which 
technical feature is not shared by the nucleic acid construct of the other Groups. 

The special technical feature of Group IV is considered to be a reporter polypeptide linked to a male specific lethal element, which 
technical feature is not shared by the nucleic acid construct of the other Groups. 

The special technical feature of Group V is considered to be a reporter polypeptide linked to a G-quartet element, which technical 
feature is not shared by the nucleic acid construct of the other Groups. 

The special technical feature of Group VI is considered to be a reporter polypeptide linked to a 5'-terrainaI ojigopyrimidine tract, which 
technical feature is not shared by the nucleic acid construct of the other Groups. 

The special technical feature of Group VII is considered to be engineering said nucleic acid construct to prevent an expressed gene 
product from having a UTR not found in a target gene and linking a target UTR to said gene, which process steps are not comprised by 
the methods of Groups VDI-X. 

The special technical feature of Group VIE is considered to be forming a complex with the UTR and detecting the effect of a compound 
on the UTR-complcx, which process steps are not comprised by the methods of Groups Vlt, JX and X. 

The special technical feature of Group JX is considered to be providing a cell having a high-expression constitutive promoter upstream 
of a target 5' UTR, said target 5' UTR upstream ftom a nucleic acid encoding a reporter polypeptide, said nucleic acid encoding a 
reporter polypeptide upstream of a 3' UTR, contacting the cell with a compound, and detecting the reporter polypeptide, which process 
steps are not comprised by the methods of Groups VII, VHI and X. 

The special technical feature of Group X is considered to be providing an in vitro translation system, contacting the in vitro translation 
system with a compound and a nucleic acid sequence comprising a target 5' UTR, said target 5' UTR upstream from a nucleic acid 
encoding a reporter polypeptide, said nucleic acid encoding a reporter polypeptide upstream of a 3' UTR, and detecting said reporter 
polypeptide in vitro, which process steps are not comprised by the methods of Groups Vtt-K. 

Accordingly, Groups I-X are not so linked by the same or corresponding special technical feature as to for a single general inventive 
concept. 
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